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I. Basis of the report 

1 



With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office In response to an Invitation under Article 14 are referred to in this report as onginaily filed 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 



Description, Pages 

1 -23 as originally filed 

Claims, Numbers 

-I -27 as originally filed 

Drawings, Sheets 

1/5-643 as originally filed 

2 With regard to the language, all the elements marked above were available or furnished to this Authority in the 
' language in which the international application was filed, unless othenwise indicated under this item. 

These elements were available or fumished to this Authority in the following language: , which is: 

□ the language of a translation fumished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under 
Rule 55.2 andA>r 55.3). 

3 With regard to any nucleotide and^r amino acid sequence disclosed in the international application, the 
international preliminary examination was earned out on ttie basis of the sequence listing: 

□ contained In the International application in written fonm. 

□ filed together with tiie international application in computer readable fomn. 

□ fumished subsequentiy to this Authority in written form. 

□ fumished subsequently to this Authority In computer readable form. 

□ The statement that the subsequentiy fumished written sequence listing does not go beyond the disclosure 
in the international application as filed has been fumished. 

□ The statement that the infontiation recorded in computer readable fornn is Identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined In respect of: 

□ the entire international application, 

□ claims Nos. 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an intematlonal preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

El no international search report has been established for the said claims Nos. 25,27 

2 A meaningful intematlonal preliminary examination cannot be carried out due. to the failure of the nucleotide and/ 
" or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable fomi has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 
■ No>>elty(N) 

Inventive step (IS) 

Industrial applicability (lA) 



2. Citations and explanations 
see separate sheet 



Yes: 


Claims 




No: 


Claims 


1-24.26 


Yes: 


Claims 




No: 


Claims 


1-24,26 


Yes: 


Claims 


1-24.26 


No: 


Claims 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and Industrial 
applicability 

Claim 25 concerning a binding molecule capable of specifically binding a compound 
according to any of claims 1 -1 1 was not searched as said compounds are not sufficiently 
characterized (See international search report). 

Claim 27 is completely unclear and was not searched. 

Consequently, no opinion with regard to novelty, inventive step and industrial applicability 
will be established for claims 25 and 27 (Rule 66.1 (e) PCT). 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability^ 
citations and explanations supporting such statement 

Reference Is made to the following documents: 

D1: WO-A-0027420 

D2: Blood. United States 15 Nov 2002 (15-11-2002), 100(10), 3570-3577 
Prepublished online 5 Jul 2002 (5-07-2002) 

1 . Present application 

The present application relates to a compound with affinity to human P-selectin 
comprising a peptide with an amino acid sequence X-[EGDF]^-[F=W]-[CV]-D-[CV]-Y 
where m=0 or m=1 and X and Y are respectively the N-termlnal and the C-terminal 
sides of the sequence, wherein X and Y can be a short amino acid sequence which 
may be substituted with different chemical groups. Functional equivalents of said 
compounds ar© disclosed. The application relates also to methods for the preparation 
of said compound, the use of said compounds for the manufacture of a medicament 
and a pharmaceutical composition comprising said compound. Finally, it relates to 
a method for determining whether a molecule comprises a binding affinity for P- 
selectin, a binding molecule capable of specifically binding said compound and a 
method for detemnlning whether a compound is capable of binding to human P- 
selectin. 
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2. Novelty (Article 33(2) PCT) 

2.1 Claims 1-24 and 26 do not meet the requirements of Article 33(2) PCT. 

2.2 Document D1 refers to peptido-mimetics of carbohydrate structures of an adhesion 
molecule, said adhesion molecule being a selectin (page 6, lines 10-13; page 10, 
lines 19-21). Said peptido-mimetics can be used for the treatment of cancer in a 
mammal (page 6, lines 27-29; page 13, lines 6-8; example 14), inflammatory 
response in a mammal (page 7, lines 3-7; page 13, lines 8-18; page 22, lines 18-23; 
example 8). They can also be used in a method of identifying a variety of peptido- 
mimetics of carbohydrate ligands (page 7, lines 8-1 1 ; page 23, lines 16-22; page 26, 
lines 4-13). Said peptido-mimetics can be modified to increase their stability in vivo. 
Such modifications include the Incorporation of unnatural amino acids (D 
configuration), the incorporation onto the N-tenminus or the C-terminus of the peptide 
of a moiety which can include straight chain, branched, cyclic or heterocyclic alkyi 
groups, straight chain, branched, cyclic or heterocyclic alkanoyi groups, a positively 
charged reporter group and/or one up to 15 additional amino acids independently 
selected from L- or D- configuration optionally substituted with straight chain, 
branched, cyclic or heterocyclic alkyI groups, straight chain, branched, cyclic or 
heterocyclic alkanoyi groups, a positively charged reporter group. These peptides 
may also be modified to cyclize the peptide by joining the N- and C- termini of the 
peptide. Additional amino acids or spacers may be introduced Into the peptides (page 
13, line 14- page 15, line 27). The peptides can be prepared conventionally by resort 
to known chemical synthesis techniques, e.g., solid-phase chemical synthesis or by 
known recombinant DNA techniques (page 16, line 25 - page 17, line 13). The 
peptido-mimetics are formulated into pharmaceutical compositions suitable for 
administering to a mammalian subject, preferably a human (page 17, lines 15-17). 
Hence, according to the definition of a functional equivalent in the description of the 
present application (page 10, lines 17-20), all the peptido-mimetics disclosed in D1 
are functional equivalents of the compound disclosed in the present application. 

Thus, claims 1-24 do not fulfill the requirements of Article 33(2) PCT. 

2.3 Document D2 was prepublished online on the 5th of July 2002 (i.e. before the priority 
date of the present application) and is therefore considered as included in prior art. 
D2 refers to peptide ligands that are specific for human P-selectin and that inhibit the 
interaction between P-selectin and P-selectin glycoprotein ligand 1 (page 3570, 
Introduction; page 3571 , Results- Screening of phage displayed peptide libraries 
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against human P-selectin). A consensus peptide motif [ED][WF][VC]DV is disclosed 
as well as the optional presence of amino acids at the N- and C-termini and 
constrained fomis of the peptides (table 1; page 3572, Results- Screening of phage 
displayed peptide libraries against human P-selectin). The better affinity of a 
tetrameric complex Is also shown (page 3573, Results- Blocking of P-selectin- 
mediated cell adhesion by synthetic peptides; page 3576, Discussion- last 
paragraph). The peptides were generated by recombinant DNA technology or 
synthesized by standard solid-phase methods (pages 3570-3571, Material and 
methods- Phage libraries; Peptides). Said peptides were shown to bind to chimeric 
P-selectin consisting of human Immunoglobulin G1 fused to the binding domain of 
human P-selectIn, i.e. a binding molecule comprising an antibody or a functional part 
thereof(page 3571 , Results- Screening of phage displayed peptide libraries against 
human P-selectin). Hence, even if no substitutions at the N- and C- tenmini are 
disclosed, according to the definition of a functional equivalent in the description of 
the present application (page 10, lines 17-20), all the peptide llgands disclosed in D2 
are functional equivalents of the compound disclosed in the present application. 

Thus, claims 1-24 and 26 do not fulfill the requirements of Article 33(2) PCT. 

3. inventive step (Article 33(3)PCT) 

3.1 Should the applicant overcome the objection raised above concerning lack of novelty 
by, for instance, restricting the scope of the claims through the deletion of the 
functional equivalents, claims 1-24 and 26 would still lack an inventive step, for the 
following reasons: 

3.2 The subject-matter of claim 1 differs from the compounds disclosed in the closest 
prior art document D2 (cf. § 3.2) in that there are substitutions at the'N- and/or C- 
termini. In D2, one of the disclosed compound has a ECgo of 2m.M (see TM1 1 , page 
3574, Table 2). 

The problem to be solved by the present invention may therefore be regarded as the 

provision of compounds which have an affinity to P-selectin. 

The solution proposed is a chemical substitution of the compounds disclosed in D2. 

In the light of teaching of D1 (cf . § 2.1), It would be obvious for the skilled person to 

substitute the compounds disclosed in D2 with chemical compounds at the C- and 

N-temnini, aniving to the subject-matter of claims 1-24 and 26. 

If one considers as special technical effect a higher affinity to P-selectin, the 

Examiner agrees with the Applicant with regard to some specific compounds which 
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show a 100-fold higher affinity to P-selectin. However, said special technical effect 
and, thus, inventive step, has to concern the whole scope of a claim, which is not the 
case here, since some derivatives even show a decreased affinity to P-selectin (See 
tables 1 and 2 of example 4) . 

Thus, claims 1-24 and 26 do not meet the requirements of Article 33(3) PCT. 
3. Industrial applicability 

Claims 1-24 and 26 comply with the requirements of Article 33(4) PCT. 
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